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microbial testing

policy

Therapeutic products and the processing environment are periodically sampled and tested for microbial contamination to ensure the reliability of the manufacturing process and the final product.

Microbial contamination testing is performed on the final product, or as close as possible to the final product, by a (Insert name of applicable regulatory body)-licensed testing facility. 

Purpose

This document provides instructions for the collection and handling of samples for microbial testing and for review of the test results. 

Scope

Microbial contamination testing is performed using: 

· (Insert name of appropriate microbial contamination detection system, eg. Bactec bottles) inoculated with processing or product samples, for process control or microbial contamination testing for product release.

· Contact, settle and air sampler plates, for process control or environmental monitoring.

Refer to MSC Processing DOC38 for instructions for mycoplasma and endotoxin testing and to Reagent Preparation DOC21 for sterility testing.

definitions

Microbial: related to infectious agents including bacterial and fungal.

Process control: quality control and quality assurance concerned with minimising variations during the manufacturing process in order to produce a predictable outcome.

Responsibilities

· The Facility Director (Production Manager) is responsible for 
· ensuring that (Insert manufacturer name) staff members are adequately trained to collect and process samples for microbial testing.

· taking action upon receipt of positive test results.

· The Scientist in Charge is responsible for reviewing microbial testing reports. 

· Trained (Insert manufacturer name) staff members are responsible for sample collection and completion of the test request.

· (Insert name of applicable specimen reception area) is responsible for organising sample transport to (Insert name of applicable testing facility) for testing.

· (Insert name of applicable testing facility) is responsible for 
· testing the samples and reporting test results to (Insert manufacturer name).
· performing stasis testing and reporting test results to (Insert manufacturer name).
samples

· (Insert name of appropriate microbial contamination detection system, eg. Bactec bottles)
Sample type and volume are specified in each manufacturing procedure. 

For cellular therapeutic products, the minimum sample volume is:

· 1% of total product volume, for product volumes ( 10mL

· 100(L, for total product volumes ( 1mL and < 10mL

· not applicable, for total product volumes <1mL

The sample is divided and inoculated into (Insert name of appropriate microbial contamination detection system, eg. Bactec bottles) as soon as possible after sampling. 
The maximum inoculation volume for a (Insert name of appropriate microbial contamination detection system, eg. Bactec bottles) is (Insert applicable maximum volume).

· TSA Plates

Instructions are documented in Environmental Monitoring DOC4 and Valve Retrieval DOC60. 

Sample Labelling

Product/Processing Samples

Fix a Product Label with the Product No to each sample. 

If not already indicated on the Product Label, record the sample type on the sample label.

Environmental Monitoring Samples

Label environmental monitoring samples with the location (as listed on the Environmental Monitoring Test Request).

procedure

Microbial testing is performed by (Insert name of applicable testing facility). 

(Insert directions for use for appropriate microbial contamination detection system, eg. Bactec bottles)
1. Record Bactec batch number and expiry date on the appropriate processing form

2. Check that a label with Microbial Contamination Test instructions is attached to the neck of each Bactec bottle. 

3. If 24 hour interim results are required urgently, clearly indicate on the label.

4. Remove the outer cap of Bactec bottle.

5. Wipe the injection cap with Alcowipe.

6. Inoculate anaerobic and aerobic Bactec bottles with required volume of sample.

7. Wipe the injection cap with Alcowipe after inoculation.

8. Remove the Bactec code sticker from each Bactec bottle and attach to the Pathology Request form.

9. Place Bactec bottles in a biological specimen bag.

TSA Plates

1. Record TSA media batch number and expiry date on the appropriate processing form

2. Replace lids on the TSA plates and seal with parafilm. 
3. Place sealed plates in a biological specimen bag with agar facing down.

Request Form

Product/Processing Samples

Complete a (Insert name of applicable request form). 

1. Attach the Product Label to the form and ensure sample type is recorded.
2. Ensure the barcode for each (Insert name of appropriate microbial contamination detection system, eg. Bactec bottle) is attached to the form. 

3. Check the following information is recorded.

Requesting Doctor: (Insert manufacturer name) Medical Director (attach label with name and Provider Number) 

Test requested: Microbial Contamination Testing. 
Source: (Insert facility name)
Ward: (Insert manufacturer name)
Phone: (Insert Facility Director’s phone number)
Copy Reports to: Report to (Insert manufacturer name)
4. Record date and time of collection

5. If 24 hour interim results are required urgently, clearly indicate on the form. 

6. Sign the request form 

7. Place the completed form in the sleeve of the biological specimen bag.  

Environmental Monitoring Samples 

Complete the (Insert name of applicable request form).
Record: 

Collection date and time and identity of the collector

Process session details

Sample details

Any variations

1. Save an electronic copy of the completed request.

2. Print and sign the request form 

3. Place the completed form in the sleeve of the biological specimen bag.  

Transport 

1. Place the biological specimen bag (containing sample and request form) in a small esky.

2. Ensure plates are placed with the agar facing down.

3. Seal the esky using biological hazard stickers 

4. Attach a (Insert name of applicable testing facility) label to the top of the esky. 

5. Take the esky to (Insert name of applicable specimen reception area) for transport to (Insert name of applicable testing facility). 
6. If out of hours, leave the esky at room temperature and deliver to (Insert name of applicable specimen reception area) the next working day.
test reports

Final test reports are posted to (Insert manufacturer name) from the (Insert name of applicable testing facility) site. All reports are reviewed by the Scientist in Charge and the reports initialled. 
Positive Results 

1. (Insert name of applicable testing facility) is to immediately inform (Insert manufacturer name) staff of any positive interim results. (Insert name of applicable testing facility) will subculture the sample to identify the organism and determine antibiotic sensitivity, if requested.

2. On notification of a positive result, (Insert manufacturer name) staff are to inform the Facility Director.
3. Record a Product Alert form, even if the product has not been distributed and is still in storage at (Insert manufacturer name). Refer to Recall and Product Alert DOC69.

4. Facility Director is to notify: 
· The collection centre, if applicable.

· The recipient’s medical practitioner or the donor registry. The recipient’s medical practitioner may provide instruction regarding the product, particularly if the product is in cryopreserved storage.  

5. Remove cryopreserved products that test positive for microbial contamination from the general storage locations and place in a specific quarantine container. Note: exceptional release of the products must be authorised by the Medical Director.
6. Identify products positive for microbial contamination with a Warning biohazard label on distribution. 

4. Where possible, investigate the cause for the microbial contamination. Record the investigation and any preventative actions on a Change Management.

5. Product Alert forms are to be reviewed at the (Insert manufacturer name) Management Review Meeting. A report of all final products testing positive for microbial contamination is to be reviewed by the annual Product Review Meeting. 

(Insert name of appropriate microbial contamination detection system, eg. Bactec bottle) stasis test

(Insert name of applicable microbial contamination testing facility) performs annual stasis testing on the (Insert name of appropriate microbial contamination detection system, eg. Bactec bottles) (both aerobic and anaerobic), in accordance with the (Insert name of applicable testing facility procedure).

Records

Test reports for process control and product release are stored in the relevant donor/product record file.

Completed Product Alert forms are stored in the Product Alert file. 

Test reports for environmental monitoring are stored in the Environmental Monitoring Records File.
Stasis test reports are stored in the (Insert name of appropriate microbial contamination detection system, eg. Bactec) Stasis Test Records file.

forms

(Insert list of applicable request forms, eg.

Testing laboratory Request form
Environmental Monitoring 

Microbiology Stasis Test 
Product Alert Form FORM85)
reference

(Insert list of applicable reference documents, eg.
British Pharmacopoeia Volume IV, Appendix XVI E. Microbiological Control of Cellular Products (Ph. Eur. 2.6.27)
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